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TRANSMITTAL 
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(to be used for all correspondence after initial filing) 


Application Number 


09/627,362 


Filina Date 


July 28, 2000 


First Named Inventor 


MELCHER. THORSTEN 


Group Art Unit 


1634 


Examiner Name 


A. Chakrabarti 
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Attorney Docket Number 


AGYT-013 



ENCLOSURES (check all that apply) 
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□ 
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Fee Transmittal Form 

Fee Attached 
Amendment / Reply 

After Final 

□ Affidavits/declaration(s) 

Extension of Time Request 

Express Abandonment Request 

Information Disclosure Statement 

Certified Copy of Priority 
Documents 

Response to Missing Parts/ 
Incomplete Application 

□ Response to Missing Parts 
under 37CFR1.52 or 1.53 



□ 
□ 
□ 
El 
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El 
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Assignment Papers 
(for an Application) 
Drawing(s) 

Licensing-related Papers 

Request to Withdraw Holding of 
Abandonment 
Petition to Convert to a 
Provisional Application 
Power of Attorney, Revocation 
Change of Correspondence 
Address 

Terminal Disclaimer 
Request for Refund 
CD, Number of CD(s) 



Remarks 



After Allowance Communication 
to Group 

I I Appeal Communication to Board 
of Appeals and Interferences 

I I Appeal Communication to Group 
(Appeal Notice, Brief, Reply Brief) 

I I Proprietary Information 

Status Letter 

^ Other Enclosure(s) (please 
identify below): 

1. Copy of Notice of 
Abandonment 

2. Copy of resend (05-21 -02) of 01 - 
28-02 Response 

3. Copy of original 01-28-02 
Response 

4. Postcard 
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I hereby certify that this correspondence is being deposited with the United States Postal Service with sufficient postage as first class mail 
in an enveloDe addressed to: Commissioner for Patents. Washington. DC 20231 on this date: November 7, 2002. 


TvDed or printed name 
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- %h . t^Ut^ r Date I November 7. 2002 



Burden Hour Statement: This form is estimated to take .2 hours to complete. Time will vary depending upon the needs of the individual case. Any comments on 
the amount of time you are required to complete this form should be sent to the Chief Information Officer, U.S. Patent and Trademark Office, Washington, DC 
20231. DO NOT SEND FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Assistant Commissioner for Patents, Washington, DC 20231. 
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^ CERTIFICATE OF MAILING 


1 hereby certify that this cbwgstoggfBe' is being deposited with the United States Postal Service as tirst class man in an envelope 
addressed to: Commissioner for Patents, Washington, D.C. 20231. 


Typed or Printed Name 


Susan M. Alessi 


Signature 




Date 


11-07-2002 





Customer Number 


24353 


Request to Withdraw Holding 


Application Number 


09/627,362 


of Abandonment under 37 


Confirmation Number 


3565 


Filing Date 


July 28, 2000 


CFR 1.181 

Address to: 


First Named Inventor 


MELCHER, THORSTEN 


Commissioner for Patents 


Examiner Name 


A. Chakrabarti 


Washington, D.C. 20231 


Group Art Unit 


1634 


Attorney Docket 


AGYT-013 



Sir: 

Applicants request a withdrawal of the holding of abandonment of the above-captioned patent 
application. 

A notice of abandonment was mailed September 4, 2002, which, due to the transfer of the file 
from the previous to law firm, was not received by Applicants until November 1, 2002, at which time 
action was promptly taken. 

The notice of abandonment (Document A) states that Applicants failed to timely file a proper 
reply to the Office Action mailed on August 29, 2001. Applicants attach herewith a response to the 
Office Action, dated January 28, 2002, and accompanied by a request for a two month extension of 
time (Document B). It is noted that the Office Action was not made Final. The response was 
transmitted to the Patent Office by Facsimile, and a copy of the return receipt for the facsimile 
transmittal is attached herewith (Document C). The response was re-sent to the Patent Office on May 
21, 2002, as evidenced by (Document D). 

In view of the timely filing of the response to the Office Action of August 29, 2001, Applicants 
request withdrawal of the notice of abandonment. 



F:\Document\AGYT\013\communication regarding notice ofabandonment.doc 



USSN: 09/627,362 



The Commissioner is hereby authorized to charge any fees under 37 C.F.R. §§ 1.16 and 1.17 
which may be required by this paper, or to credit any overpayment, to Deposit Account No. 50-0815, 
order number AG YT-0 13. 



BOZICEVIC, FIELD & FRANCIS LLP 
200 Middlefield Road, Suite 200 
Menlo Park, California 94025 
Telephone: (650) 327-3400 
Facsimile: (650) 327-3231 



Respectfully submitted, 
BOZICEVIC, FIELD & FRANCIS LLP 




Pamela J. Sherwood 
Registration No. 36,677 
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Please find below and/or attached an Office communication concerning this application or proceeding. 
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PTO-90C (Rev. 07-01) 



Notice of Abandonment 



Application No. 
09/627.362 



Applicant (sj 

M etcher et al. 



Examiner 

Arun Chakrabarti 



Art Unit 

1634 




The MAILING DATE of this communication appears on the cover sheet with the correspondence address - 
This application is abandoned in view of: 

U Kl Applicant's failure to timely file a proper reply to the Office letter mailed on Aug 29, 2001 . 

(a) □ A reply was received on (with a Certificate of Mailing or Transmission dated 

) f which is after the expiration ctthe period for reply (including a total extension of time of 

month(s)) which expired on . 



(b) □ A proposed reply was received on . , but it does not constitute a proper reply under 37 CFR 

1. 1 13(a) to the final rejection. 
(A proper reply under 37 CFR 1. 11 3 to a final rejection consists only of: (1) a timely filed amendment which places 
the application in condition for allowance; (2) a timely filed Notice of Appeal (with appeal fee); or (3) a timely filed 
Request for Continued Examination (RCE) in compliance with 37 CFR 1. 1 14). 

(c) □ A reply was received on but it does not constitute a proper reply, or a bona fide attempt at a 

proper reply, to the non-final rejection. See 37 CFR 1.85(a) and 1.111. (See explanation in box 7 below). 

(d) 123 No reply has been received. 

2. □ Applicant's failure to timely pay the required issue fee and publication fee, if applicable, within the statutory period 

of three months from the mailing date of the Notice of Allowance (PTOL-85). 

(a) □ The issue fee and publication fee, if applicable, was received on (with a Certificate of Mailing or 

Transmission dated h which is after the expiration of the statutory period for payment of the 

issue fee (and publication fee) set in the Notice of Allowance (PTOL-85). 

(b) □ The submitted issue fee of $ is insufficient. A balance of $ is due. 

The issue fee required by 37 CFR 1. 18 is $ . The publication fee, if required by 37 CFR 1. 18(d) is $ 

(c) □ The issue fee and publication fee, if applicable, has not been received. 

3. □ Applicant's failure to timely file corrected drawings as required by, and within the three-month period set in, the 

Notice of Allowability (PTO-37). 

(a) □ Proposed new formal drawings were received on (with a Certificate of Mailing or 

Transmission dated ), which is after the expiration of the period for reply. 

(b) H\ No corrected drawings have been received. 

4. □ The letter of express abandonment which is signed by the attorney or agent of record, the assignee of the entire 

interest, or all of the applicants. 

5. □ The letter of express abandonment which is signed by an attorney or agent (acting in a representative capacity 

under 37 CFR 1.34(a)) upon the filing of a continuing application. 

6. □ The decision by the Board of Patent Appeals and Interferences rendered on . , and because the 

period for seeking court review of the decision has expired and there are no allowed M * ' 



7.0 The reason(s) below: c^XJlsZL *r- 

Suptefvisory Patent Examiner 

Technology Center 1 600 




Petitions to revive under 37 CFR 1. 137(a) or (b), or requests to withdraw the holding of abandonment under 37 CFR 1. 181, 
should be promptly filed to minimize any negative effects on patent term. 



U. S. Patant and Trademark Offica 

PTO-1432 (Rev. 04-01) 



Notice of Abandonment 



Part of Paper No. 6 
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E-4) NO FACSIMILE CONNECTION 



Atty Docket No. 019488-0007 IOUS 



PTOFAXNO.: 



1-703-746-4979 



ATTENTION: Examiner A. Chakrabarti 
TELEPHONE NO.: 1-703-306-58 1 8 



Group Art Unit 1655 



OFFICIAL COMMUNICATION 



FOR THE PERSONAL ATTENTION OF 



EXAMINER A. Chakrabarti 

CERTIFICATION OF FACSIMILE TRANSMISSION 



I hereby certify that the following document(s)in re Application of Thorsten Melcher, Application 
No. 09/627,362, filed July 28, 2000 for HIGH-THROUGHPUT TRANSCRIPTOME ANALYSIS 



1-703-746-4979 



PTO FAX NO.: 



ATTENTION: Examiner A. Chakrabarti 

TELEPHONE NO.: 1-703-306-5818 



Atty Docket No. 019488-000710US 
Group Art Unit 1655 



OFFICIAL COMMUNICATION 
FOR THE PERSONAL ATTENTION OF 
EXAMINER A. Chakrabarti 

CERTIFICATION OF FACSIMILE TRANSMISSION 



I hereby certify that the following document(s)in re Application of Thorsten Melcher, Application 
No. 09/627,362, filed July 28, 2000 for HIGH-THROUGHPUT TRANSCRIPTOME ANALYSIS 
is being resent via facsimile transmitted to the Patent and Trademark Office on the date shown 
below as requested. 



1 . Copy of Auto-Reply Facsimile Transmission 

2. Fee Transmittal 

3 . Petition for Extension of Time; and 

4. Response to Office Action. 



Number of pages being transmitted, including this page: 24 



PLEASE CONFIRM RECEIPT OF THIS PAPER BY 
RETURN FACSIMILE AT (415) 576-0300 



TOWNSEND and TOWNSEND and CREW LLP 
Two Embarcadero Center, 8th Floor 
San Francisco, CA 941 1 1-3834 
Telephone: 650-326-2400 
Fax: 650-326-2422 



Documents) Attached 



Dated: May 21, 2002 




PA J223615 vl 



■/ZB/32* 15tBi:32 USPTO-> 659 326 Z42Z Rigb A?, ftX 

TO-.Auto-reply fax to 16bU3262422 COMPANY: 



Page BB1 



Auto-Reply Facsimile Transmission 




United States 
Patent and 
**** Trademark Office 



TO: 

Fax Information 
Date Received: 
Total Pages: 



Fax Sender at 16503262422 



1/28/02 3:00:02 PM [Eastern Standard Time] 
21 (including cover page) 



ADVISORY- This is an automatically generated return receipt confirmation of the facsimile transmission received by 
the Office. Please check to make sure that the number of pages listed as received in Total Pages above matches 
what was intended to be sent Applicants are advised to retain this receipt in the unlikely event that proof of this 
facsimile transmission is necessary. Applicants are also advised to use the certificate of facsimile transmisston 
procedures set forth In 37 CFR 1.8(a) and (b), 37 CFR 1.6(f). Trademark Applicants, also see the Trademark 
Manual of Examining Procedure (TMEP) section 702.04 et seq. 



Received 
Cover 
Page 



JfM.28.2002 11 i52fln TOMSENDlTOmSEND 



N0.B97 P. Wl 



PTOFAXNO.: 



1-703-S72-9306 



ATTENTION: Examiner A. Owkrabarti 

TELEPHONE NO- 1-703-3 06-5818 



ATty Docket No. 019488-000710 JS 
Group Art Urai 1 655 



OFFICIAL COMMUNICATION 
FOR THE PERSONAL ATTENTION OF 
EXAMINER A- Chakrabarti 

CERTIFICATION OF FACSIMILE TRANSMISSION 

I bexeby oatify ** the following document) 1b re Application of Tborttra Malohc*. Applia|cm 
No. 097627362, filed July 28, 2000 ft* HIGH-THROUGHPUT TRANS CBIPTQMB ANALYSIS 
tebetagfiuartxniletr.Mi^ 

1. FooTnsamitt^(lpftge); 

2. Pdion for Exlaoskm of Timn Under 37 CFR 1 .136(a) (1 page); and 

3. Rnpoxm to Office Action (18 pages). 



Number of pa^ea beine tranonrittei. including fas p**et 21 
Dllcd: Iwuary 28, 2002 




mm 



K»tfayJ< 



PLEASE CONFIRM RECEIPT OF THIS PAPER BY 
RETURN FACSIMILE AT (650) 326-2422 
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Two BnbsKC»d«ro Cftfltw, Bit Floor 
San Fxaacteoo, CA 941 1 1-3834 
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Fax: 650-326-2422 
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FEE TRANSMITTAL 
for FY 2001 

Patent fees are subject to annual revision. 



Complete if Known 



Application Number 



Filing Date 



First Named Inventor 



Examiner Name 



Group Art Unit 



09/627.362 



July 28, 2000 



Melcher, Thorsten 



A. Chakrabarti 



1655 



\ jrOTAL AMOUNT OF PAYMENT 



($) 200 



Attorney Docket No. 



01 9488-00071 0US 



METHOD OF PAYMENT 



FEE CALCULATION (continued) 



Deposit 
Account 
Number 



The Commissioner Is hereby authorized to charge 
indicated fees and credit any over payments to: 



3. ADDITIONAL FEES 



20-1430 



Townsend and Townsend and Crew LLP 



Deposit 
Account 

Name , ___ 

I3 Charge Any Additional Fee Required 



Under 37 CFR 1.16 and 1.17 



ftp* 37 CFR 1.27 


2. □ Payment Enclosed: 




□ Check □ Credit card □ Money 

Order 


□ Other 


FEE CALCULATION 



1. 


BASIC FILING FEE 




Large 


Entity 


Small 


Entity 




Fee 


Fee 


Fee 


Fee 


Fee Description 


Code 


<$> 


Code 


($) 




101 


740 


201 


370 


Utility filing fee 


106 


330 


206 


165 


Design filing fee 


107 


510 


207 


255 


Plant filing fee 


108 


740 


208 


370 


Reissue filing fee 


114 


160 


214 


80 


Provisional filing fee 



Fee Paid 



SUBTOTAL (1) 



2. EXTRA CLAIM FEES 



Total Claims 

Independent 
Claims 

Multiple 
Dependent 



-20" 



Extra Fee from 

Claims below 

X 



Fee 
Paid 



Large 


Entity 


Small 


Entity 


Fee 


Fee 


Fee 


Fee 


Code 


<$) 


Code 


($) 


103 


18 


203 


9 


102 


84 


202 


42 


104 


280 


204 


140 


109 


84 


209 


42 


110 


18 


210 


9 



Fee Description 

Claims In excess of 20 
Independent claims in excess of 3 
Multiple dependent daim, If not paid 
** Reissue Independent claims over 
original patent 

** Reissue claims in excess of 20 and 
over original patent 



Large 


Entity 


Small 


Entity 




Fee 


Fee 


Fee 


Fee 
<$> 


Fee Description 


Code 


{$) 


Code 


105 


130 


205 


65 


p, lr pKomo _ lata ftlinn fpA or Oflth 

ourcnarge iws winy ice vi uom 


127 


50 


227 


25 


Surcharge - late provisional filing fee 










or cover sheet. 


139 


130 


139 


130 


Non-English specification 


147 


2.520 


147 


2,520 


For filing a request for reexamination 


112 


920* 


112 


920* 


Requesting publication of SIR prior to 










Examiner action 


113 


1,840* 


113 


1,840* 


Requesting publication of SIR after 








Examiner action 


115 


110 


215 


55 


Extension for reply within first month 


no 


400 


216 


200 


Extension for reply within second 








month 


117 


920 


217 


460 


Extension for reply within third month 


118 


1,440 


218 


720 


extension tor rcpiy wiuim ivuim 








128 


1,960 


228 


980 


CuAmmaSam f*\r nnl\i lAJtthift fifth month 

extension ror repiy wnnin nun mmim 


119 


320 


219 


160 


Notice of Appeal 


120 


320 


220 


160 


Filing a brief In support of an appeal 


121 


280 


221 


140 


Request for oral hearing 






138 


1.510 


Petition to institute a public use 


138 


1,510 


proceeding . 


140 


110 


240 


55 


Petition to revive - unavoidable 


141 


1,280 


241 


640 


Petition to revive - unintentional 


142 


1,280 


242 


640 


Utility issue fee (or reissue) 


143 


460 


243 


230 


Design issue fee 


144 


620 


244 


310 


Plant issue fee 


122 


130 


122 


130 


Petitions to the Commissioner 




50 


123 


50 


Petitions related to provisional 


123 


applications 






126 


180 


Submission of Information Disclosure 


126 


180 


Stmt 










Recording each patent assignment 


581 


40 


581 


40 


per property (times number of 








properties) 


146 


740 


246 


370 


Filing a submission after final rejection 








(37 CFR § 1.129(a)) 


149 


740 


249 


370 


For each additional invention to be 








examined (37 CFR § 1.129(b)) 


179 


740 


279 


370 


Request for Continued Examination (RCE) 


169 


900 


169 


900 


Request for expedited examination 






of a design application 



Fee 
Paid 



SUBTOTAL (2) ($) 



Other fee (specify) 

The Commissioner is authorized to charge any additional fees to 
the above noted Deposit Account. 



200 



•Reduced by Basic Filing Fee Paid 



SUBTOTAL (3) 



($)2O0 



"or number previously paid. If greater: For Reissues, see above 




WARNING: Information on this form may become public. Credit caixl infoi^atio^ should not be 
included on this form. Provide credit card information and authorization on PTO-2038. 

amount of time you are required to complete this form should be sent to the Ch.ef Information Officer, Patent arw u . 

NOT SEND FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Assistant Comm.ss.oner for Patents. Washington, DC 20231. KM olSOU/s 



Under the Paperwork Reduction Act of 1995, no persons are required to respond 



PTO/SB/22 (10-00) 
Approved for i rough 10/31/2002. OMB 0G3 1-O031 
U S. Patent and Trademark Offic . 3. DEPARTMENT OF COMMERCE 
to respond to a collection of information unless it displays a valid OMB control number. 

I Docket Number (Optional) 
019488-000710US 



PETITION FOR EXTENSION OF TIME UNDER 37 CFR 1.136(a) 



In re Application of Thorsten Melcher 



Application Number 09/627,362 


Filed July 28, 2000 


For HIGH-THROUGHPUT TRANSCRIPTOME ANALYSIS 


Group Art Unit 
1655 


Examiner 
A. Chakrabarti 



This is a request under the provisions of 37 CFR 1.136(a) to extend the period for filing a 
reply in the above identified application. 

The requested extension and appiopriate non-small-entity fee are as follows 
(check time period desired): 



□ 


One month (37 CFR 1.17(a)(1)) 


$ 


El 


Two months (37 CFR 1.17(a)(2)) 


$400 


□ 


Three months (37 CFR 1.17(a)(3)) 


$ 


□ 


Four months (37 CFR 1.17(a)(4)) 


$ 


□ 


Five months (37 CFR 1.17(a)(5)) 


$ 



El 

□ 
□ 
□ 

m 



Applicant claims small entity status. See 37 CFR 1.27. Therefore, the fee amount shown 
above is reduced by one-half, and the resulting fee is: $ 200 . 
A check in the amount of the fee is enclosed. 
Payment by credit card. Form PTO-2038 is attached. 
The Commissioner has already been authorized to charge fees in this 
application to a Deposit Account. 

The Commissioner is hereby authorized to charge any fees which may be required, 
or credit any overpayment, to Deposit Account Number 20-1 430. 
I have enclosed a duplicate copy of this sheet. 
I am the □ applicant/inventor. 

□ assignee of record of the entire interest. See 37 CFR 3.71 

Statement under 37 CFR 3.73(b) is enclosed. (Form PTO/SB/96). 

□ attorney or agent of record. 

S attorney or agent under 37 CFR 1.34(a). 

Registration number if acting under 37 CFR 1.34(a). 47,163 . 

WARNING: Information on this form may become public. Credit card <n formatio "^°"' d Q not 
be included on this form. Provide credit card information and authorization on PTO-2038. 



January 28,2002 




Date 



Signature 

Hugh Wang, Reg. No. 47,163 
Typed or printed name 



NOTE: Signatures of all the inventors or assignees of record of the entire interest or their representative(s) are required. Submit multiple 
forms if more than one signature is required, see below*. . 



□ *Totalof forms are submitted. 
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PATENT 

Attorney Docket No.: 1 9488-0007 10US 



IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



In re application of: 


Examiner: A. Charkrabarti, Ph.D. 


Thorsten Melcher 
K.C. McFarland 


Art Unit: 1655 


Application No.: 09/627,362 




Filed: July 28, 2000 

For: HIGH-THROUGHPUT 
TRANS CRIPTOME ANALYSIS 


Response to Office Action 





Assistant Commissioner for Patents 
Washington, D.C. 20231 

Sir: 

This is responsive to the Office Action mailed August 29, 2001 in the above- 
captioned application. Reconsideration is respectfully requested in view of the following 
amendments and remarks. A petition for extension of time and the appropriate fees 
accompany this Response. 

TN THE CLAIMS 

Please amend the claims as follows. A marked-up version of all pending claims 
is shown in the attached Appendix. 

5. (Amended) A method of identifying previously characterized clones in a 

cDNA library comprising 

(a) obtaining an isolated polynucleotide corresponding to previously identified 

clones; 

(b) hybridizing a detectably labeled probe to an array of clones from the cDNA 
library in the presence and absence of the isolated polynucleotide obtained in (a); 



Thorsten Melcher PATENT 
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(c) comparing the hybridization signal obtained for each arrayed clone in the 
presence and absence of the isolated polynucleotide; and, 

(d) identifying clones for which the hybridization signal produced is different in the 
presence and absence of the isolated polynucleotide as previously characterized clones. 

6. (Amended) An improved method of making a normalized or subtracted 

cDNA library comprising: 

(a) obtaining double-stranded cDNA (dscDNA) corresponding to mRNA 

from a tissue or cell; 

(b) restricting a first portion of said dscDNA with a first restriction enzyme; 

(c) restricting a second portion of said dscDNA with a second restriction 
enzyme, wherein 

(i) restriction of dscDNA from the tissue or cell with the first enzyme is 
predicted to produce restriction fragments having a predicted average fragment size of between 
about 100 and about 500 basepairs; 

(ii) restriction of dscDNA from the tissue or cell with the second enzyme 
is predicted to produce restriction fragments having a predicted average fragment size of 
between about 100 and about 500 basepairs; and, 

(iii) the predicted average fragment size in (i) and (ii) are within about 

150 basepairs of each other; and, 

(d) combining said first and second portions, thereby producing a 

normalized or subtracted cDNA library. 

10. (Amended) The method of claim 9 wherein the animal is selected from the 
group consisting of rat, mouse, human and non-human primate. 
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16. (Amended) The method of claim 15 wherein the tissues are selected from the 
group consisting of rat, mouse, human and non-human primate. 

REMARKS 

Status of the Application and the Present Amendment 

Claims 1 to 21 are pending and stand rejected in the application. With entry of 
the present amendment, claims 5, 6, 10, and 16 have been amended. Applicants note that the 
claim amendments are made for improved clarity or expedition of prosecution, and should not 
be viewed as acquiescence of any ground of rejection unless otherwise noted. No new matter 
has been added by the present amendment. 

The following remarks address issues raised in the Office Action. 

Rejection Under 35 U.S.C. 1 1 2. 2nd Paragraph 

The Office Action makes various rejections of the pending claims based on 
alleged indefiniteness. Each of the rejections is addressed below. As an initial matter, 
Applicants note that an indefiniteness rejection should not be based on reading the claim 
language in abstract. Rather, as stated in the MPEP: 

Definiteness of claim language must be analyzed, not in a vacuum, but 
in light of: 

(A) The content of the particular application disclosure; 

(B) The teachings of the prior art; and 

(C) The claim interpretation that would be given by one possessing the 
ordinary level of skill in the pertinent art at the time the invention was 
made. [MPEP § 2173.02 at 2100-194] 

1 . Claim 1 , 5, and 6 are rej ected as allegedly lacking a step which relates back to 

the preamble. With respect to claim 1, the Office Action says that the preamble recites a 
method for identifying redundant clones but the last step of the claim is identifying clones for 
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which hybridization signal produced is different. Applicants respectfully traverse this 
rejection. The last step of the claim recites that "identifying clones for which the hybridization 
signal produced is different in the presence and absence of the isolated polynucleotide as 
redundant clones " (emphasis added). Thus, the claim clearly relates back to the preamble. 
Accordingly, the rejection should be withdrawn. 

Claim 5 was similarly rejected as allegedly lacking a step that relates back to the 
preamble. Again, Applicants traverse. The preamble recites a method of identifying 
previously characterized clones in a cDNA library. The last step of the claim is "identifying 
clones for which the hybridization signal produced is different in the presence and absence of 
the isolated polynucleotide as previously characterized clones" (emphasis added). The claim 
thus clearly relates back to the preamble. 

Claim 6 was also rejected as allegedly lacking a step that relates back to the 
preamble. To expedite prosecution, claim 6 has been amended which now recites "combining 
the first and second portions, thereby producing normalized or subtracted cDNA library." As 
such, the last step of the amended claim clearly relates back to the preamble. Therefore, the 
rejection should be withdrawn. 

2. Claims 1 5-2 1 are rejected for the alleged indefiniteness in the recitation of 

"related tissues or cells," "driver-tissue," and "tester-tissue." 

Regarding the recitation of "related tissues or cells," Applicants note that the 
word "related" is not a technical term that needs to be defined in order for one to understand. 
Rather, the word has its ordinary meaning, i.e., being connected in some aspects. Its metes and 
bounds become even more clear in view of the present disclosure. For example, the 
specification discloses that the two related tissues or cells are respectively termed "driver" and 
"tester" (e.g., page 1, lines 26-27). The specification also discloses that the "driver" and 
"tester" tissues are "pairs of tissues that are of the same type, but which differ in one major 
characteristic, such as disease state (e.g., diseased & normal brain tissue), age (e.g., adult and 
fetal liver tissue), exposure to drugs, or other state (e.g., stimulated & unstimulated; activated 
& unactivated), etc." and that "the tissue source may be human or non-human" (see, page 6, 
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lines 9-13). Thus, one of ordinary skill in the art would appreciate that the tissues are related to 
the extent that they are identical except for one major characteristic that is the focal point of a 
given analysis. 

Similarly, to determine the metes and bounds of the phrases "tester-tissue" and 
"driver-tissue," they must be viewed by an ordinarily skilled person in the art in view of the 
present disclosure. First, as noted above, the specification makes clear that the pair of related 
tissues are designated the "tester" and the "driver." Thus, the meanings of "tester" and 
"driver" become clear when one takes into consideration the major characteristic that separates 
these two related tissues. For example, when the major characteristic is exposure to a drug, the 
tester and the driver are the stimulated tissue and the unstimulated tissue, respectively (see, 
e.g., page 13, lines 5-6). Further, the specification also discloses that it is entirely arbitrary 
which one of the pair of related tissues is "driver" and which is "tester" (e.g., page 7, lines 7- 
8). It is further noted that "driver" and "tester" tissue (or similar terms such as "target" or 
"tracer") are terms well known and recognized in the art. For example, in the references cited 
in the instant Office Action (e.g., Soares et al., U.S. Patent No. 5,846,721; and Sutcliffe et al, 
U.S. Patent No. 6,074,872), the term "driver," "target," or "tracer" are used in the same or 
similar sense as the use of "driver" and "tester" in the present invention. 

In summary, the noted phrases are not indefinite because an ordinarily skilled 
person in the art (as opposed to a lay person), in view of the disclosures in the subject 
specification and the teachings of the prior art (as opposed to reading the claims in abstract), 
would undoubtedly understand their metes and bounds in the context of the present invention. 
On the other hand, it would be unreasonable to require Applicants to provide detailed 
definitions of these terms in the claims. Accordingly, the instant rejection should be 
withdrawn. 

3. Claims 1-14 are rejected as allegedly indefinite because claim 1 recites a broad 

range or limitation and a narrow range or limitation that falls within the broad range or 
limitation. Specifically, the Office Action takes the position that the preamble recites 
"identifying redundant clones" while the body of the claim (i.e., step (a)) recites "identifying at 
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least one redundant clone." According to the Office Action, such recitations render the claim 
indefinite. Applicants traverse the rejection for the clarifications stated below. 

First of all, the Office Action apparently overlooked the fact that step (e) of 
claim 1 clearly recites that multiple clones are identified " as redundant clones, " which relates 
back to the preamble. In addition, step (a) is just one step of the claim. It recites identifying 
"at least one redundant clone " as a necessary step in order to identify more "redundant clones 
in later steps. The "at least one redundant clone" identified in step (a) does not correspond to 
the "redundant clones" to be identified as recited in the preamble. Rather, it is just one step 
towards achieving that goal of identifying the redundant clones. Thus, contrary to the assertion 
in the Office Action, the recital of "redundant clones" in the preamble and the recital of "at 
least one redundant clone " in step (a) do not constitute having broader range/limitation and 
narrow range/limitation in the same claim which would otherwise render the claim indefinite. 
Therefore, the instant rejection should be withdrawn. 



4. Claims 1-14 are also rejected as allegedly indefinite for the recitation of "first 

portion" and "second portion." It was stated in the Office Action that it is not clear how 
portion is defined and how many portions constitute the cDNA library. 

To traverse the rejection, Applicants again emphasize that in order to determine 
whether the claims are definite, the claims must be viewed in the context of the present 
disclosure and prior art teachings by one of ordinary skill in the art. As an initial matter, 
Applicants note that a DNA library is generally understood in the art to mean a collection of 
different polynucleotides (i.e., with different sequences). The library will normally contain 
multiple copies of each of the different polynucleotides. Such is consistent with the teachings 
of the subject application (see, e.g., page 5, line 15). One of ordinary skill and knowledge in 
the art would readily understand that, in the context of claim 1, the "first portion" will 
comprise part of the collection of different polynucleotide molecules, but not necessarily with 
each of the different polynucleotides being represented in that part. Because it is evident that 
the first portion of the cDNA library would comprise multiple cDNA molecules from the 
library, it certainly does not mean just a few nucleotides as questioned in the Office Action. 
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In addition, one would understand that the amount of polynucleotide molecules 
(i.e., cDNA molecules) in the first portion should be sufficient for one to identify at least one 
redundant clone. The ordinarily skilled person in the art of molecular biology only needs 
routine experimentation to determine the exact size of the first portion of the cDNA library in 
order to accomplish this goal. Thus, for example, if the entire cDNA library consists of 5 ug 
total cDNA with 1,000 different polynucleotides, the first portion could be of 0.1, 0.2, 0.5, or 1 
Ug of the total cDNA and represent 100, 200, 500, or all the 1000 different sequences, as long 
as it allows identification of at least one redundant clone. 

Finally, it is not clear to Applicants why the claim should specify how many 
portions constitute the cDNA library. The claim clearly recites that one portion of the library 
should be used to identify at least one redundant clone before performing the other steps 
recited in the claim. All the other steps are also clearly set forth in the claim. Applicants 
simply cannot see any indefiniteness in such recitation of the claim. Should the Office persists 
in maintaining the rejection, clarification of the alleged indefiniteness is respectfully requested 
so that Applicants can better address any issue that may be present. 

5. Claim 5 is rejected as missing step (c). Applicants thank the Examiner for her 
careful reading of the claim. The inadvertent typographical error in the claim has been 
corrected by renumbering the steps recited in the claim. 

6. Claims 10 and 16 are rejected as allegedly using improper Markush language. 
Although Applicants respectfully disagree with the assertion, to expedite prosecution, the 
claims have been amended as suggested by the Examiner. The rejection is therefore overcome. 

Rejection Under 35 U.S.C. 102(e) 

At paragraph 5, the Office Action rejects claims 1-5 as allegedly anticipated by 
Somerville et al. (U.S. Patent No. 6,028,248). Citing to discussions in Somerville et al. at Col. 
17, line 25 to Col. 18, line 67, the Office Action is of the view that Somerville et al. teach each 
element of claim 1. Applicants respectfully traverse this rejection. 
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Somerville et al. does not teach methods of claim 1-5 of the present invention. 
The present invention, as reflected in claim 1, teaches a method of identifying redundant clones 
in a cDNA library. In step (c), hybridization of a labeled probe with an array of cDNA clones 
takes place in the presence or absence of an isolated polynucleotide corresponding to the at 
least one known redundant clone. Due to competition of the added polynucleotide 
corresponding to the at least one known redundant clone, hybridization signals obtained from 
the redundant clones would be reduced as compared to hybridization signals obtained from the 
clones in the absence of the added polynucleotide. 

By contrast, the discussion of Somerville et al. cited by the Office Action relates 
to differential screening of castor cDNA library for clones that are specifically expressed in 
seed but not in leaves. Somerville et al. used seed-specific and leave-specific probes to screen 
the arrayed cDNA library separately so that seed-specific clones can be identified. In addition, 
Somerville et al. used a probe prepared from redundant clones to facilitate screening of "seed- 
specific and not highly abundant" clones (i.e., by elimination of clones that hybridized to the 
probe corresponding to abundant clones). However, Somerville et al. do not teach 
hybridization of a labeled probe with a cDNA library in the presence of an isolated 
polynucleotide corresponding to a known redundant clone. Instead, in Somerville et al., 
polynucleotides corresponding to the sequenced redundant clones were used as the probe to 
screen the arrayed cDNA library. Unlike the present invention, they were not used in addition 
to a labeled probe to compete with the corresponding clones on the cDNA array for binding to 
the labeled probe (see, e.g., Col. 18, lines 63-65). In another word, Somerville et al. do not 
teach screening of an arrayed cDNA library with a labeled probe in the presence of a 
polynucleotide corresponding to a known redundant clone. For at least this reason, claims 1-5 
are novel over Somerville et al. The instant rejection should therefore be withdrawn. 



Rejection of Under 35 U.S.C. 103 

1 . At paragraph 7, the Office Action rejects claims 6-14 as allegedly obvious over 

Soares et al. (U.S. Patent No. 5,846,721) in view of Makarov et al. (U.S. Patent No. 6,197,557) 
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. In maintaining the rejection, the Office Action states that Soares et al. teach restricting a first 
portion of a double-stranded cDNA library with a first restriction enzyme and restricting a 
second portion of the double-stranded library with a second nuclease or restriction enzyme. 
The Office Action acknowledges that Soares et al. do not teach fragment sizes of within about 
100-500 base pairs of each other or use of two restriction enzymes Dpn I and Rsa I, but sates 
that such would be obvious because Soares et al. teach that the average fragment size is 
determined by computer implemented inspection of gene sequences from GenBank and that 
Makarov et al. teach use of Dpn I and Rsa I. Applicants respectively traverse the rejection. 
Claims 6-14 relate to methods of making a normalized or subtracted cDNA library. The 
methods recite use of two different restriction enzvme to r espectively digest a first portion and 
a second portion of the same cDNA library . As for the cited art, contrary to the assertion of the 
Office Action, Soares et al. do not teach separate digestions of two portions from the same 
cDNA library with two different restriction enzymes. Rather, Soares et al. discuss methods of 
normalization or subtraction in which a portion of a double-stranded DNA library is digested 
with, e.g., a restriction enzyme to generate fragmented DNA templates for synthesis of RNAs, 
but a second portion is converted to single-stranded circles rather than being digested into 
fragments. There is simply no restriction or other enzymatic digestion of a second portion of 
the same DNA library. Such basic scheme of Soares et al. is clearly demonstrated for the 
normalization method as shown in, e.g., Fig. 2 and discussions at Col. 3, line 49 to Col. 4, line 
43 in Soares et al. For the substraction methods of Soares et al., there is simply no restriction 
fragments being generated. Instead, in Soares et al., a substraction library (referring to as "A- 
B" for ease of reference) is produced by converting both the double-stranded A library and B 
libraries to single-stranded molecules, amplifying the single-stranded "B" library molecules, 
hybridizing single-stranded "B" library molecules in excess amount to single-stranded A 
library molecules, and separating the unhybridized single-stranded A library molecules from 
the hybridized molecules. The substraction library "A-B" is then generated from the 
unhybridized A library molecules, which enriches members of the A library that are not 
present in the B library. Such substraction scheme of Soares et al. is illustrated in, e.g., Fig. 4; 
Col. 2, line 57 to Col. 3, line 4; and Col. 4, line 44 to Col. 5, line 21 in Soares et al. 
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In addition, it is noted that the sections of Soares et al. that are cited in the 
Office Action as support for alleged teaching of restriction of a first portion of a double- 
stranded cDNA library (e.g., Fig. 2, Col. 3, lines 49-54) relate to the normalization methods. 
On the other hand, sections cited as support for alleged teaching of restriction of a second 
portion of the cDNA library (e.g., Col. 2, lines 60-63) actually relate to the subtraction 
methods. Soares et al. at most may have suggested using more than one enzyme at the same 
time (e.g., an endonuclease and an exonuclease) to generate single-stranded molecules (e.g., 
Col. 2, lines 60-63; and Col. 10, lines 38-42). However, unlike the present invention, nowhere 
in Soares et al. teaches or suggests use of two portions of the sa me DNA library with two 
different restriction enzymes to generate DNA fragments . 

Further, in the libraries of the subject invention, the expressed genes in a tissue 
are represented in the libraries by a subfragment, instead of the full-size cDNA, by digesting 
dscDNA with a restriction enzyme to prepare the tester and driver. By contrast, the libraries 
discussed in Soares et al. represent full-length cDNA. In Soares et al., to normalize the library, 
testers which were single-stranded circular DNA molecules were prepared from plasmids of 
the libraries either in vivo or in vitro. The driver was prepared by (1) restriction digestion of 
plasmids to make linear templates which were then used in in vitro transcription to generate 
RNA driver, or (2) restriction digestion of plasmids followed by exoIII treatment to generate 
small DNA fragment as driver. Drivers prepared either way was then used to perform 
subtractive hybridization with the single-stranded circular DNA tester to normalize the library. 
The only purpose of Soares using restriction enzymes was to prepare the driver and not to 
increase the complexity of the libraries. The complexity of the library was determined when it 
was made. 

In summary, Soares et al. discuss different methods of producing different 
libraries for different purposes from that of the subject invention. Specifically, unlike the 
presently claimed methods, the Soares et al. methods do not employ separate digestion of a 
first and a second portion of the same double stranded library DNA. 

As for Makarov et al., this reference discusses use of a cocktail of restriction 
enzymes (including Rsa I and Dpn I) to produce random nicks or breaks in a double stranded 



Thorsten Melcher PATENT 
K.C. McFarland 
Application No.: 09/627,362 
Page 11 



nucleic acid (Office Action, page 10, last paragraph). Makarov et al. by no means remedy the 
lack of teachings in Soares et al. of the above-clarified distinctive features of the subject 
invention. 

From the forgoing, it is readily apparent that nothing in the cited art would have 
suggested the presently claimed methods for making a normalized or subtracted library. 
Withdrawal of the instant rejection is respectfully requested. 

2. At paragraph 8, the Office Action rejects claims 1 5-21 as allegedly obvious 

over Sutcliffe et al. (U.S. Patent No. 6,074,872) in view of Soares et al. The Office Action 
says that Sutcliffe et al. inherently teach a method of comparing the quality of two different 
subtracted cDNA libraries each prepared from the same tester and driver RNAs, and that 
Sutcliffe et al. teach comparing level of hybridization of probes to the libraries, thus identifying 
library of higher quality. The Office Action acknowledges that Sutcliffe et al. do not teach 
normalized libraries, but asserts that Soares et al. teach normalized libraries. The Office 
Action concludes that it would have been obvious to combine teachings of Sutcliffe et al. and 
Soares et al., rendering the presently rejected claims obvious. This rejection is respectfully 
traversed for the reasons stated below. 

Claims 15-20 are directed to methods for identification of clones with a desired 
abundance using a driver normalized library and a tester-normalized library (as reflected in 
step (d) of claim 15; see also discussion in the specification, e.g., at page 18), as well as clones 
with a desired differential expression pattern using both a driver-subtracted library (for down- 
regulated clones) and a tester-subtracted library (for up-regulated clones) (as reflected in step 
(e) of claim 15; see also discussion in the specification, e.g., at page 19). By contrast, Sutcliffe 
et al. discuss identification of a novel cortistatin sequence which is upregulated in the brain 
upon stimulation with high frequency. The cited discussions in Sutcliffe et al. (i.e., Columns 
37-38) relate to use of a tester-subtracted library (i.e., target library subtracted with driver 
library). This library, which enriched clones up-regulated in the target, was used for 
identification of clones not present in the driver library (i.e., up-regulated in the target). 
Sutcliffe et al. do not discuss identification of genes that are down-regulated in the target. 
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There is no discussion, either expressly or inherently as alleged in the Office Action, 
generation of a driver-subtracted library (which enrich clones down-regulated in the target). 

Soares et al. at most discussed generation of normalized libraries. They do not 
remedy the lack of teaching or suggestion in Sutcliffe et al. of generation of driver-subtracted 
libraries to enrich down-regulated clones. In addition, unlike the present claims, neither 
Sutcliffe et al. nor Soares et al. teach or suggest selection of clones based on a desired ratio of 
hybridization signals from the subtracted library with cDNA probes corresponding to mRNA 
from the driver tissue and the tester tissue. Thus, claims 15-21 would not have been obvious 
over Sutcliffe et al. in view of Soares et al. 

Claim 21 is directed to a method of comparing quality of two subtracted cDNA 
libraries prepared from the same driver and tester tissues. The method entails comparison of 
level of hybridization signals from probes corresponding to the two libraries with at least one 
known differentially expressed polynucleotide sequence. This claim is also non-obvious over 
the cited art because nowhere in the cited references (e.g., Sutcliffe et al.) teach or suggest 
hybridization of two subtracted libraries prepared from the same driver and tester tissues with a 
known differentially expressed sequence and comparison of the hybridization signals. As 
discussed above, the cited discussion of Sutcliffe et al. (e.g., Col. 37, lines 37-49) relates only 
to identification of up-regulated sequences using a tester subtracted library. It does not teach 
or suggest comparison of signals obtained from hybridization of at least one known 
differentially expressed sequence with two subtracted libraries. 

In light of the above explanations and clarifications, Applicants submit that 
claims 15-21 are non-obvious over the cited references and respectfully request withdrawal of 
the instant rejection. 

CONCLUSION 

In view of the foregoing, Applicants believe all claims now pending in this 
Application are in condition for allowance. The issuance of a formal Notice of Allowance at 
an early date is respectfully requested. 
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4 



Marked-up Version of All Pending Claims 

(unamended claims appear in small font) 



1 . A method of identifying redundant clones in a cDNA library comprising: 

(a) identifying at least one redundant clone in a first portion of the cDNA library; 

(b) obtaining an isolated polynucleotide corresponding to said redundant clone; 

(c) hybridizing a detectably labeled probe to an array of clones from the cDNA library, 
wherein said hybridizing is done in the presence and absence of the isolated polynucleotide obtained in (b); 

(d) comparing the hybridization signal obtained for each arrayed clone in the presence and 
absence of the isolated polynucleotide; and, 

(e) identifying clones for which the hybridization signal produced is different in the 
presence and absence of the isolated polynucleotide as redundant clones. 

2. The method of claim 1 wherein the redundant clone is identified by comparing the sequences of 
at least 100 clones in said first portion of the cDNA library. 

3. The method of claim 1 wherein the isolated polynucleotide in (d) is unlabeled. 

4. The method of claim 1 wherein the isolated polynucleotide in (d) is detectably labeled. 

5. (Amended) A method of identifying previously characterized clones in a 
cDNA library comprising 

(a) obtaining an isolated polynucleotide corresponding to previously identified 

clones; 

(b) hybridizing a detectably labeled probe to an array of clones from the cDNA 
library in the presence and absence of the isolated polynucleotide obtained in (a); 
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£c) [(d)] comparing the hybridization signal obtained for each arrayed clone in 
the presence and absence of the isolated polynucleotide; and, 

£d}[(e)] identifying clones for which the hybridization signal produced is 
diffeient in the presence and absence of the isolated polynucleotide as previously characterized 
clones. 



6. (Amended) An improved method of making a normalized or subtracted 
cDNA library comprising: 

(a) obtaining double-stranded cDNA (dscDNA) corresponding to mRNA 
from a tissue or cell; 

(b) restricting a first portion of said dscDNA with a first restriction enzyme; 

(c) restricting a second portion of said dscDNA with a second restriction 
enzyme, wherein 

(i) restriction of dscDNA from the tissue or cell with the first enzyme is 
predicted to produce restriction fragments having a predicted average fragment size of between 
about 100 and about 500 basepairs; 

(ii) restriction of dscDNA from the tissue or cell with the second enzyme 
is predicted to produce restriction fragments having a predicted average fragment size of 
between about 100 and about 500 basepairs; and, 

(iii) the predicted average fragment size in (i) and (ii) are within about 
150 basepairs of each other; and, 

(d) combining said first and second portions, thereby producing a 
normalized or subtracted cDNA library. 



7. The method of claim 6 wherein the predicted average fragment sizes in (i) and (ii) is between 
300 and 500 basepairs. 
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8. The method of claim 7 wherein the predicted average fragment sizes in (i) and (ii) are within 
about 100 basepairs of each other. 

9. The method of claim 6 wherein the tissue or cell is from a mammal. 

10. (Amended) The method of claim 9 wherein the animal is selected from the 
group consisting of rat, mouse, human and [or] non-human primate. 

11. The method of claim 10 wherein at least one of the first and second enzymes is selected from 
the group consisting of Alu I, Cvi RI, Dpn I, Hae III, Rsa I, Cvi Jl and Tha 1. 

12. The method of claim 10 where the first enzyme is Dpn 1 and the second enzyme is Rsa 1. 

13. The method of claim 6 wherein the predicted average fragment size is determined by inspection 
of gene sequences from Genbank. 

14. The method of claim 1 3 wherein the inspection is computer implemented. 

15. A method for selecting clones for analysis comprising: 

(a) preparing double-stranded cDNA (dscDNA) corresponding to rnRNA from each of a 
pair of related tissues or cells, wherein one member of the pair is designated the driver-tissue and the other 
member of the pair is designated the tester-tissue; 

(b) using said dscDNA to prepare a driver-normalized cDNA library, a tester-normalized 
cDNA library, a driver-subtracted cDNA library, and a tester-subtracted cDNA library; 

(c) hybridizing clones from each of the libraries in (b) with detectably labeled cDNA 
probe corresponding to rnRNA from one or both of the related tissues or cells; 
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(d) selecting clones with a desired signal intensity from the driver-normalized cDNA 
library hybridized with cDNA probe from the driver tissue and the tester-normalized cDNA library hybridized 
with cDNA probe from the tester tissue; and, 

(e) selecting clones with a desired ratio of hybridization signal from the driver-subtracted 
cDNA library hybridized with cDNA probe corresponding to mRNA from both of the related tissues and the 
tester-subtracted cDNA library hybridized with cDNA probe corresponding to mRNA from both of the related 
tissues. 



16. (Amended) The method of claim 15 wherein the tissues are selected from 
the group consisting of [from] rat, mouse, human and [or] non-human primate. 

17. The method of claim 15 wherein the mRNA is from a pair of tissues related as diseased tissue 
and healthy tissue. 

1 8. The method of claim 1 7 wherein the diseased tissue is from brain. 

19. The method of claim 15 wherein the diseased tissue is from an animal model of a human 

disease. 

20. A method for selecting clones for analysis comprising: 

(a) preparing double-stranded cDNA (dscDNA) corresponding to mRNA from each of a 
pair of related tissues or cells, wherein one member of the pair is designated the driver-tissue and the other 
member of the pair is designated the tester-tissue; 

(b) using said dscDNA to prepare a driver-normalized cDNA library, a tester-normalized 
cDNA library, a driver-subtracted cDNA library, and a tester-subtracted cDNA library; 

(c) hybridizing clones from each of the libraries in (b) with detectably labeled cDNA 
probe corresponding to mRNA from one or both of the related tissues or cells; 

(d) selecting low signal clones from the driver-normalized cDNA library hybridized with 
cDNA probe from the driver tissue; 
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(e) selecting low signal clones from the tester-normalized cDNA library hybridized with 
cDNA probe from the tester tissue; 

(f) selecting high-ratio clones from the driver-subtracted cDNA library hybridized with 
cDNA probe corresponding to mRNA from both of the related tissues; and, 

(g) selecting high-ratio clones from the tester-subtracted cDNA library hybridized with 
cDNA probe corresponding to mRNA from both of the related tissues. 



21. A method for comparing the quality of a two different subtracted cDNA libraries, comprising: 

(a) obtaining a first subtracted cDNA library and a second subtracted cDNA library, wherein each 
library is prepared from the same tester and driver RNAs; 

(b) preparing detectably labeled probe from DNA from each library; 

(c) hybridizing said probe from each library to an array of immobilized polynucleotides, wherein at 
least a plurality of said polynucleotides have the sequence of genes that are differentially expressed in the tester 
RNA compared to the driver RNA, and detecting the hybridization of the probe to the immobilized 
polynucleotides; 

(d) identifying at least one immobilized polynucleotide having a sequence that is differentially 
expressed in the tester RNA compared to the driver RNA and comparing the level of hybridization of probe from 
the first subtracted cDNA library to said polynucleotide with the level of hybridization of probe from the second 
subtracted cDNA library to said polynucleotide, 

wherein, the library having the higher level of hybridization of probe to said polynucleotide is identified 
as a higher quality library. 
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